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B(6-DI, 6-H, 7-H, 10-D3, 14-D2A2, 14-ElO, 14-Fl. 14- 
14-S81 .11 



N-Ctaidazolyl or pyra2olyl-phenyl)carboxamide compounds (I) 
are new, 

DETAILED DESCRIPTION 

^ N-(Imida2oly I or pyrazolyl-phenyl)carboxamide compounds of 
formula (I) and their salts are new. 
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Ri = H or optionally substituted 1-6C alkyl; 

A = imidazolyl optionally substituted by 1-3 R2 or l-R4-pyrazolyl 

optionally substituted by 1 or 2 R3; 
R2, R3 = optionally substituted 1-6C alkyl; 
R4 = 1-6C alkyl, 1-6C alkylcarbonyl or benzoyl; 
B =(CR5R«)k0r(CR3=R6)k; 

Rj, R6 = H, CN. OH, halo. 1-6C alkyl, 1-6C alJcoxy. 2-6C alkenyl, 2- 
6C alkynyl. 2-6C alkenyloxy, 2-6C alkynyloxy, 1-6C 
acyloxy or 3-6C cycloalkyl; 

k =0-15; 

Y = bond. O, S. SO2, CO, OCH2, NR7CO or NR7; 
R7 = H or optionally substituted 1-6C alkyl; 
Z = optionally unsaturated heterocyclyl containing 1-4 N, O or S, 
benzoquinonyl or naphthoquinonyl all optionally substituted. 

Acmm 

Antilipemic; Antiarteriosclerotic; Vasotropic; Nootropic; 
Cardiovascular-Gen.; Cytostatic; Antidiabetic; Gastrointestinal-Gen.; 
Vulnerary; Ophthalmological; Nephrotropic. 

(+/-)-(6-Hydroxy-2,5,7,8-tetramethyIchroman-2-yl)-N-[4-(inudazoH- 
yl)phenyl]carboxamide (la) at 25 mg/kg, administered to Std Syrian 
hamsters fed a cholesterol enriched diet, reduced blood cholesterol 



levels by 40% and blood triglyceride levels by 62%. 



MECHANISM OF ACTION 
Antioxidant. 



USE 

As lipid peroxidase inhibitors for treating hyperlipemia (claimed) 
including hypertriglyceridemia, hypercholesterolemia, arteriosclerosis 
and ischemic disorders and as an antioxidant for treating senile 
dementia, heart disease, cancer, diabetes, digestive system disorders, 
bums, ocular disorders and kidney disorders. 

ADMINISTRATION 

Dosage is 0.14-14.3 (preferably 1.4-7.2) mg/kg/day orally, 
nasally, parenterally, topically, subcutaneously or rectaUy . 

EXAMPLE 

1 -(4-Aminophenyl)iraidazole (2.82 g), 1 -(3- 
dimethylaminopropyl)-3-ethylcarbodiimide.HCl (3.4 g), 1- 
hydroxybenzotriazole (2.72 g) and triethylamine (2.5 ml) in 
dimethylformamide were added to (+/-)-6-hydroxy-2.5,7,8- 
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tetramethylchroman-2-carboxylic acid (4.0 g). The mixture was 
stirred at room temperature for 20 hours and worked-up to give 3.85 g 
of (+/.)-(6-hydroxy-2,5,7,8-tetramethylchroman-2-yl).N-[4-(imidazol- 
l-yI)phenyl]carboxamide (la), m.pt. 229-231«C. 

TECHNOLOGY FOCUS 

Organic Chemistry - Preparation: (I) are prepared e.g. by reacting an 
amine of formula (U) with an acid of formula HOOCB YZ (IH). 
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(57) Abstract r r • 

Phenylazole compounds represented by general formula (1) or pharmaceutically acceptable salts thereof and drugs for hyperlipemia 
which contain these compounds as the active ingredient, wherein A represents imidazolyl, pyrazolyl, etc.; B represents (la) or (lb) (wherein 
and R^ represent each hydrogen, Cu alkyi, etc.; and kis 0 or an integer of 1 to 15); Y represents 0, S. a bond, etc.; and Z represents an 
optionally substituted and saturated or unsaturated heterocycle containing 1 to 4 N. O or S atoms. Among all, compounds wherem Z is 
substituted chroman-2-yl, 2,3-dihydrobcnzofuran-2-yl, etc. have an effect of inhibiting the formation of lipid peroxides too. 
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(b) Zi)<. aglS^WLTl^Tt p-7>- 2 --f^US. S^S^WLT 
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J]y) -N- (4 - (-r ^yy-;n -'f;u) 7x-;u) /7;i/d^ + -9-^ K ({k^^^ 
- 1) o^ii 



(±)-6-tKo + i/-2. 5. 7. 8--rh7yf--'l/^'p-v>-2-:^;l/ 
.■K>iS4. 0 1 - ( 4 - T < y 7 x-;l/) $ 2 . 8 2 gs 1 - ( 

3 -5^;<f-;l/T^ / :^D f;l/) - 3 -x^;U^;U;}f>»i' = K*IS5ig3. 4gs 1 
- t Ka + i/O y h U T'/-;U2 . 7 2 g > h U J^f'^'l/T ^ > 2 . 5ml 
«-DMF3 0ml Cjn;i. ^^-^2 Oi^fBmWltZo ^JCr« ^ijc7h4>»ci^ r^ tlr 

p^;^>;^A-x~f■;^*^t)$Sa^b$■li:T> @fiUi^3. 8 5 g^-fi/Co mp, 2 2 
9 - 2 3 1 r 



(±)-(6-hKD + '>-2. 5. 7. 8-7-hyji=f-Jl^n-7>-2-^ 
;U) -N- C4 - (f7 V-;U - 5 --f;!/) 7x-;U) 4^ + 1^- ^ K (<k^*fel 
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M^^J 2 
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(±)-6-hKp + i/-2. 5. 7. 8-f-h7/^;U^Dv>-2-7^;U 
t'>mi. 0 5 - 7 x-^U) '/--'U 0 . 7 0 g^ 1 - ( 3 

-i^/^JUTi y'zfat'Jl) i h^i^m^O. 8 5g^ 1 

- t Kn + v/'^^ V> 'J 77-;l/ 0 . 6 8 g s RCJ^ MJ xf-;U7 ^ > 0 . 6 3m 
1 ^DMF 8 m 1 izm^. ^s-e 2 0 mmmWLfzo R^5^^*7k«^c•at'^ Ht 

ttJi^^iSSSiLN 1 N-jK^iti- h 'J AtK^?^ 10mlix;5'y-;l^lOml<£: 

: / ^ y I 0 Q : Z) X-mmiX. ^ff^mO . 5 3 g^t#/=o mp. 2 1 
5 - 2 1 8 r 
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HsCiOzCHiCNH • HCl + 
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■ CH 

H00(^0 




CH 

HOOCHaCNC^O 
III 
HsCO 





-NHj 



N N-( >-NCH2CN(/^0 

\ / H III 

H3CO 




(±) - 6 - t Kp+>- 2 . 5. 7. 8 -r h7;<f-;l'^'ov>- 2 -;^7;U 
'+'>S?2. 0 if V >a^^;l/XXx;bie^iS 1 . 3 6gx l-O-v^ 
^;UT ^ y h*;U) - 3 -xf-;l'*>'l"i<v?'i' ^ KiSKtg 1 . 7 0 g> 1-hK 
n + ->^>7 h U 7l/-;H . 3 6 gROf h 'J xf-;l/7 5 > 2 . Sml^DMF 
15ml KlMPLs m^X' 2 0 BtP^I^J^ L y;:o S;S7^*^K7i<* «Tll3*^«-2t 

0 0:3) T'i»S!{L/:^x ^# b n 4^ ^ 1 N-7K®?^b-^ h U '^z A7k^?« 1 5 
m 1 ixrS' y -^H 5 m 1 ^?SJcJn;l, 1 BtFa^iiaS L Aio ^MS?T' 

pHl<!:LT^ ^Dn*;l/A-y^y -;l/T'ffiai L /::o *ta?D6ii7K"ez5fe 

. 5 1 gntzo 

m,ntzZ(DU^^'^. 1 - ( 4 - T W 7xJi;l/) A ^y-7H . 4 1 g 

^ 1- (Z - 'J / ^Ji^T I y-fu fjl) - 3 -x^;l/*;U;Ky 5 KtSStig 1 . 
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7 1 g s 1 - t K □ + •> y h U 7 . 3 6 g S C/ h 'J X ^ ;b 7 ^ > 1 . 

2 6ml *DMF 16ml m^^^M-iSiX' 2 0 O^Pa^^jf L /^o SfE?^<& 

: > ^y->»I/= 1 0 0 : 3) T-mSlL. g6<J^* 1. 0 2 gt#/^o (7*;U7r 
X) 

'H -NMR (CDCI3. (5ppm): 

1. 7(s. 3H). 1. 75(ni. IH). 2. 05(s. 3H). 2. 2(s. 3H). 2. 25(s. 3H). 2. 5-2. 9(ib. 3H). 
3. 45(s. 3H). 3. 75(d. IH). 4. 4(d. IH). 7. l(s. IH). 7. 2-7. 3(id. 3H). 7. 7-7. 8(m. 3H) 

N- (4 - ('f$^\/-;i/-l-'f-'U) 7x-;u) - 4- 7x-;i/-4 - (3 
. 5, 6 - h U y f^^b- 1 . 4 -'O'/^-/ >- 2 -'f^U) SSif7 5 K (<k^^ 

3-27) omm 




1 - (4 -7 i y 7 i-;U) -f ^ 0 . 7 1 g. 4-7xx;i/-4-( 

3. 5. 6-K'Jp'^;U-l. 4-^>'/+y>-2-^;l')gSi!l. 25g. 
1 - ( 3 - i^p* f^;U7 ^ y T^n h';l/) - 3 - :t. f- t t' i KiMigiS 0 . 8 
5g. 1 - h Kn + S/'<>'/ h 'J 7y-;U 0 . 6 8 g *D M F 8 m 1 {r^jS L> 
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'J ii>f )\^ti 7 A o v> ^7 7 - C^' □ d;^>'UA : y y -;l/= 1 0 0 
: 3) -cmSHLTs EWI^O. 8 2g(7*;U7rX) ^rt#/Co 
'H-NMR (CD C 1 3. 5 P pm) : 

1. 9(s. 6H). 2. 05(s. 3H). 2. 4-2. 8(m. 4H). 4. 4(t. IH). 7. l(s. IH) 
7. 2-7. 3(in. 9H). 7. 65(d. 2H). 7. 8(s. IH). 8. 25(s. IH) 

(!:|iHilcLT> N- C4 - i 1 ->r;U) 7x~;l/) - 

7-7x-;b-4-(3. 5. 6-h'j;'5^;U-l. 4-<>V+y>-2-i' 
;b) '\y:J' >K7 $ K (ib^tl 3 -28) $S3it L/to 
'H-NMR (CDCI3. <5ppm): 

1. 2-1. 8(in. 6H). 1. 95(s. 3H). 2. 0(s. 3H). 2. 05(s. 3H). 2. 1-2. 4(in. 4H). 
4. 3(t. IH). 7. 7. 2-7. 4(in. 9H). 7. 65(d. 2H). 7. 75(s. IH). 7. 8(s. IH) 

%mm 5 

N- C4 - (f ^ 1 --r;U) 7xj::.;U) - 3 - (3. 5. 6 - h 'J 

4-^>y+y>-2--f;l') ^oh*t>S?T; K (-ft^i^ 3 - 3 

0 ) OSSlit 
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2. 5 -J^y h + ->- 3, 4. 6 - h y ;'^;U7x-;uyDh*;i->iJl . 9 1 
g. 1 - ( 4 - 7 5 / 7 x-;U) ^ « ^•/-;H . 3 5 g^ 1 - ( 3 - ^ f- ;U 
7 ^ y h°;b) - 3 - X 5^ ;l/ ^ ;l/ ;K -r ^ Kig^ii 1. 63g> l-hKp + 
iyOV h *) 7V-)ll . 3 0 gs h >J i5^;l/7 $ > 1 . 3ml^-DMF3 
OmI»cjD;is ma-C'2 0 B^Paliii^L/^o S^rS^-^Jc^K* J::^ tff tb^^^ji^Sf 

-x-f->U*^t)ieB^^b$-ttT> N- C4 - i yV-Jl - 1 --r^U) 7xx;U 
)-3-(l. 4 -S^;* h + 3. 5. 6 - ^;l/7x-;l/) -/p f;t- > 
i?7 5 K 2.89 g^^#/;o 

^# t> n^c N - C 4 - ( 'f $ ^ - ;i/ - 1 - 'f ;u) 7 X X .'b) - 3 - ( 1 . 4 - 
i^p<h + v/-3. 5. 6 - h 'J f-;l/7 x-;U) :3'D t*;t- >®?7 5 K 1 . Olg 
t h" 'J > - 2 . 6 - :^ ;U;j^ >K 1 . 3 0 g * 7 -tr h x h ij ;H 8 m 1 ^ 7j< 4 
m I {C!iSL> 0 •C^-e?#4nL^Co jti* L^i:*< t-liSK-fe U 'i7A7>t-'>A 4. 
2 4 g07X5 m 1 - 7-fe h - h U ;U5 m l^?^^jiTL3 O^fe^SJ^L/Co ^lii 

= 2 0/ 1 ) TJISa LTga^ifel^ 0. 89gt#A:o mp. 1 4 5 - 1 5 0 "C . 

C4 - \ ^V-jV- 1 7xx;U) -N- ( 3 - t' U v'^U^i' + v/) 

K7 ^ K (-(k^^S^ 4-85) CDSilii 
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3 - t K D + f ij > 5 g ^ D M F 5 0 m 1 cfJC^I? L s vi^i^TX' 2 . 1 g 

^iiSe•7/T^ 'V-^AT^^iLfc^^ /tii^Mif @*L^o If t»n^c^^^'> 'J ^>f 
yf-;l/ 2 - (3 - f 'J T-fef-- 1 . 7 g 
±IST'?#t>nfc^ 2 - ( 3 - f 'J •:^;U;f + •>) 7-frx- h 1 . 7g^{C 
/ ^ J -Jll 0ml RO' 2 . 5 m o 1 / 1 ®7KiJ{b^ h 'J -i? A7k^fS 10ml* 
izlMA.. 6 0 2 ^mmi^ltzo EJ&m^UEmH&L. l . O m o l / l ©i^ 
K^Sn^r p 3 i Uy^o ^aiLy^efe.^B^B*2SSXL> t#t>nA:$§B^B^7l<T-^ 
C <!: fc J: «9> 2 - ( 3 - h° 'J v^^l/^t"* •>) S^iE 0 . 6 g^jf/;:, 
4 --f ^ ^'>/U x-;l/7 ^>0. 6g> 1- i3 - / ^jU7 i y 
:/'n f;l/) - 3 -x^;i;^;l/.-Kv^>f 5 KO. 7 2gx I - t Ko + S/O y h U 
7V-J\^0. 58gRCK2-(3-t°'J>'";U;t + v')@^^0. 6g^DMF10 

m 1 ^izta^s $ btc h 'J xf^7i/T i > 0 . 6 g ^1}aA.Xy i 5 B^fal^i^ti 
-e-^^^. m^L. nd^it^mx'&?> C4- $ ^y-;u- i ;u) 7xx 

Jl) -N- ( 3 - f'J v>- + g^®E7 ^ 0 . 14 gUtCo 
mp. 1 7 41C 

C4 - $ 1 - 7xx;b) -N - ( 2 - f 'J >'"7U;t- + >/) 

i^®J7 5 K (<t^tlS^ 4 - 8 3 ) O^ii. 
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2 - t Ko + -> fU > 5 s'&.Umitm (I)24g*-DMF150ml4'C 

jn^s mwT i^-y o ^mm j( ^ ji 2 o g^m^. mux- zmmmwitio Kit^m 

-^'OD.+wl/A : y ^y-;U= 10 0:1.) T'iflS!|LT> ^ ^ )\^ 2 - ( 2 - f U 

-»:v^r-^ ccD^)®^|iM«aj 1 ilH|<i®;^S{r j;l3ja7j<^fi?Lv 2 - (2-h"'j 
i^;l/:t^->) S^^^ 0 . 6 gff y;:o ^ t> , b 2 - ( 2 - f 'J •> 

) ^m^nmm i iiiiS^fcLT. i - (4 -7 ^ y 7x-;u) ^ ^'y-^uiiiifc 

7j<ifS^$-«irSCi»cJ;f3. C4- ( = ^7- 1 - -< 7x-;l/] -N- 
( 2 - h* "J v^;U;l- + v/) §^K7 ^ 0 . 1 g jf^io m p . 1 1 0 'C 

##«^J 1 

5- (4-^hD7x^7U) f7'/~;U®iijg 




H 

4--hn7-feh7i>'>15g<i:N. N-i^<><f•-»^'^''^A7^ Kv';'f^;U7 
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K Cm& : 1 3. 5 g) ItZo t#^)nA:|§fB^x^ y 15 0ml izmmi. 
t >7j<?D^ 4 . 6 2 g i^p - h /l/x >i!7K?Dife 0 . 15g^-^jD^ 

5 c ijciJ?. aetjti 10.1 g*»fco 

5- ( 4 -T ^ y 7xx;l/) f^y-^bO^jg 




H H 



5 - ( 4 - - h n 7 *-;!/) h"^ '/--/H 0. 1 g «:x^ ^ -;H 0 0 m 1 (c 
ttiL^ ^'Dn;^;UA}fi|liL/io fiSfnftigTkTgfe^'^^ Wai^te7K5(S^-v ^'"^-^ 

to 
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H 5 ^ 





'H-NMR (CD C 1 s . (5 p pm) 


NMRl 3- 7 


1. 7(s. 3H). 1. 75(01. IH). 2. 05(s. 3H), 2. 2(s. 3H). 2. 25(s. 3H). 
2. 5-2. 9(0. 3H). 3. 45(s. 3H). 3. 75 (d. IH). 4.4(d, IH). 7. 1 (s. IH). 
7.2-7.3(m,3H).7. 7-7. 8(b. 3H) 


NMR2 3-20 


1. 6(s. 3H). 2. 0(iii. 4H). 2. i(s. 3H). 2. 3(s. 3H). 2. 35 (m, 4H). 

2. 7(b, 2H). 7. 2(s. IH). 7. 25(S.1H). 7. 3(d. 2H). 7. 6(d. 2H). 7. 8(s 
,1H).7.8(S. lH).8.4(br. IH) 


NMR3 3-27 


1.9(s.6H).2. 05(s.3H). 2.4-2. 8(in.4H). 4.4 (t. 1H).7. l(s. IH) 
7. 2-7„. 3(m. 9H). 7. 65(d. 2H). 7. 8(s. IH). 8. 25(s. IH) 


NUR4 3-28 


1. 2-1. 8(in. 6H). 1. 95(s. 3H). 2. 0(8. 3H). 2. 05(s. 3H). 2. 1-2. 4(m. 
4H). 4. 3(t. IH). 7. 7. 2-7. 4(m. 9H). 7. 65(d. 2H), 7. 75(s. IH). 7. 8( 
s.lH) 


NMR5 4-58 


3. 85(s. 3H). 7. 20 (s. IH). 7. 25-7. 40(m. 6H). 7. 75-7. 85 (m. 4H), 
8. 15(d. lH).8.45(br S.lH) 
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